WO01 53272 



Title: 

HUMAN CHYMASE INHIBITORS 



Abstract: 

Benzimidazole derivatives of the general formula (1) or medically acceptable salts 
thereof, and human chymase inhibitors containing the derivatives or the salts as the 
active ingredient: wherein ring A is a pyridine ring or a benzene ring; X<1> and 
X<2> are each hydrogen, halogeno, trihalomethyl, cyano, optionally substituted 
alkyl, optionally substituted alkoxy, or the like; B is optionally substituted alkylene or the 
like; E is COOR<4> or the like; G is optionally substituted alkylene; J is optionally 
substituted alkyl or optionally substituted aryl; and M is sulfur, sulfinyl, sulfonyl, or the 

like. 



Abstract and title translations provided by http://ep.espacenet.com 
Patent provided by Sughrue Mlon, PLLC - http://www.sughrue.com 



(i2)«»tt**«lc»-5^T»P**ifcHBttM 




(19)t&JS^Mffi**«lll 
(43>BKf&MB 

2001 ^7^26 0(26.07.2001) pct WO 01/53272 Al 



(51) S&ftfrtfg 7 : C07D 235/28, 

235/16, 471/04, A61K 31/4184, 31/437, A61P 43/00, 
29/00, 37/08, 1 1/00, 9/00, 3/14 



(21) SfigttiH$^: 



(22) 

(25) m®&m<Dm%: 

(26) S^HfjCDWEg: 

(30) Sftjg^-*: 
^1812000-7532 
#1852000-10406 



PCT/JP01/00272 
2001 ^1 fl!7 B (17.01.2001) 
B*IS 
B*I§ 



2000^1 £17 B (17.01.2000) 
2000^1^ 19 B (19.01.2000) 



JP 
JP 



(71) *j^(*B£&<£T<&^£BlcolxT;:*Afc 
5C#tt (TEIJIN LIMITED) [JP/JP]; T 541 -0054 *B5Jft 
*Rffi **B**>T1 T a 6§7-^ Osaka (JP). 

(72) $gW#;fc<fctf 

(75) $§W#/ttifilA r^gico^-co)*;: ±a« 

m (TSUCHIYA, Naoki) [JP/JP]. # * * £ (MAT- 
SUMOTO, Yoshiyuki) [JP/JP]. fft (SAITOU, 

Hiroshi) [JP/JP]. (MIZUNO, Tsuyoshi) 

[JP/JP]; t 191-0065 SE3BBffrtijfi#E4TB 3*2-^ 
* A**5t£tt XSffft-fe > * - A Tokyo (JP). 



(74) ftSA: ffIffl$1$(MAEDA,Sumihiro); f 100-0011 S 
««TftHBrt#«r2TB l»l# *Al*5££tt filtt 
Btg-tr>*-fl Tokyo (JP). 

(81) }g£B ffflrt;: AE, AG, AL, AM, AT, AU, AZ, BA, BB, 
BG, BR, BY, BZ, CA, CH, CN, CR, CU, CZ, DE, DK, DM, 
DZ, EE, ES, FI, GB, GD, GE, GH, GM, HR, HU, ID, IL, 
IN, IS, JP, KE, KG, KP, KR, KZ, LC, LK, LR, LS, LT, LU, 
LV, MA, MD, MG, MK, MN, MW, MX, MZ, NO, NZ, PL, 
PT, RO, RU, SD, SE, SG, SI, SK, SL, TJ, TM, TR, TT, TZ, 
UA, UG, US, UZ, VN, YU, ZA, ZW. 

(84) }g£B ARIPO (GH, GM, KE, LS, MW, 

MZ, SD, SL, SZ, TZ, UG, ZW), D.— ? i/"7$#It (AM, 
AZ, BY, KG, KZ, MD, RU, TJ, TM), 3 — □ V 
(AT, BE, CH, CY, DE, DK, ES, FI, FR, GB, GR, IE, IT, 
LU, MC, NL, PT, SE, TR), OAPI ftlft (BF, BJ, CF, CG, 
CI, CM, GA, GN, GW, ML, MR, NE, SN, TD, TG). 

hOWEMitiTl^ r=i— KtBSS 



(54) Title: HUMAN CHYMASE INHIBITORS 



(54) 3gffl(D*fr: t h*V — tfSttPISSfl 




(57) Abstract: Benzimidazole derivatives of the general formula (I) or med- 
ically acceptable salts thereof, and human chymase inhibitors containing the 
derivatives or the salts as the active ingredient: wherein ring A is a pyridine ring 
or a benzene ring; X 1 and X 2 are each hydrogen, halogeno, trihalomethyl, cyano, 
optionally substituted alkyl, optionally substituted alkoxy, or the like; B is op- 
tionally substituted alkylene or the like; E is COOR 4 or the like; G is optionally 
substituted alkylene; J is optionally substituted alkyl or optionally substituted 
aryl; and M is sulfur, sulfinyl, sulfonyl, or the like. 



WO 01/53272 Al 1 0111 IDIIil II HIIll IIIII III! ! II 111 Hill Hill IIIII Hill HI) I1IIID (III mi mi 



(57) &$3i 




T/^U>S^Sr^-r o Eli-COOR 4 ^t„ Git, g&*>L<te$lg 

*flBft©ry-y^S:*i- 0 MttaHJDSC^ */u#**>K, 
-to ] 



WO 01/53272 



1 



PCT/JPOl/00272 



5 t£»i? 

io tfftttffi 

, 3r^— i? (chymase) fe~?XY±;V (mast cell) ^#^1"^ ^&7°V 

(Interleukin-l j3 , IL-1/3) 08H*fk ^MI^^o'fTHf (matrix 
15 protease) ©8H4<fk 7 ^ P^^ ^y^NM* 7Sfy<Dftf& s b%yx 
7 *~%y>?7 T V $ — - 0 (Transforming growth factor- j3 , TGF- 0 ) 

f^* * ^ P (substance P) * fc te^ y7^7^^W 
•r ^ ^/I^tK JJ ^7"^ K (Vathoactive intestinal polypeptide, VIP) <Df£fe 
it, ry^T-y-yy (Angiotensin, Ang) I frb Angll — ©aS&ffsJIU ^y 
20 F±yy (Endothelin) ZftX^Zo 

ftm^-umfemmt L-c^ h p rs^if^tt (#n¥8 - 2 0 8 6 

5 4*&«) ; fc^^h-f i/R*# WWF9--3 1 06 
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